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1/ 



[#H£J 



h -t* 4 iBtt^M«eiSo 

•r^it^ 6 fBm^r&^o 

[0 0 0 1] 
[0 0 0 2] 
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[0 0 0 3] 

7^77-yJ , -Xyt&L, 2 0 0 l^fcfEfcStf-TV****, ^i:§51t* 
^ft^^*ttfJJlToaO-e*4o ^^n^r-vfc^^m^CMPS: Mono 
nuclear Phagocyte System) **J*i-*Mre**o Jfc<fr«>JWli#«*i»* , «> 

[0 0 0 4] 

1. 

vtwmKftmLm^o ^tmLtiii, 3fev^®^^ffl*#o 0 

(2) . &#|$?il@g!IIU&o 

(3) . IWMitMi?:^= 

(4) . ifcJICtitlftfcT'; >^i:I^L«tlilH5« 

(5) > ^>^- 7i n>UJ:origtt<k*^ II&MOX7z^-^4 

o 

(6) . y > / m £ Jfctfc L TX«l«tlLttt? £> & o 

[0 0 0 5] 
2. v^D7 7-y«4IKlti 

(1) . 
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[0 0 0 6] 

(2) . £l*Rr«f£ 

-^n^r-vOHf^ tt^i:lg^«(i. £#P£fP^fflT~&&o i^ffl 

*U -Wit ^t&CT, -7^77-y««t:I^^-^ 
[0 0 0 7] 

f&ftgMafl* (The innate immune system) . TfflJ&£^k£1~&£#!^Wffi£ 
(The acquired immune system) £J£x.&<7># s — AfcWfc* 0 Oo£> 
£o Sfcfc, n 7 7 - y ««4Kf Itt^f iWf, a**"?****, S 

[0 0 0 8] 

(3) . gftftft** 
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[0 0 0 9] 

(4) . AttgHS* 

^^o^- smmi-mtir zzt tmm t%z>o 

[0 0 10] 

(5) . mffi*& 

diak-Higashi^^^^ ? ^ 1 btLTv^ 0 v>f*L©**fc , t«li:lf^ 

(2) . feflcRf«SS*l6^*#fcbT^«LfcU-C»±. «tt«iKS0»*^^^ 

(3) . mmmmmtftmt<vmi%tLX<DmBstLXte. Wiskott-Aldrich^ 
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(4). Mi^/T»^tfrii, THUS, B*U»tt**fc*fc*>&i"* 

j ®v>$LWfi£: * s i £ - i-igaafea^ (mho * ^ x utaisc^affi** » ^> & o 

[0 0 11] 
[0 0 12] 

(6) . mm^mmw 

a. v?n7 7-y^i!ii«j • m\&*m^x&ttMit;wmm~nm%mz 

&<D*tf&^o lot, *rfcfr»&*^ l«I^^07 7-y«tl 
[0 0 13] 

(7) . 

s *.*u^ mmmmm^^ n -7 7-y«iti«ti«)^ri^iii:^ 
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[0 0 14] 

II. 7^D77-y«It^I. 

(1) . it« Lt n 7 7 - y 

[0 0 15] 

ffllfeothfco^ 7^n7 7-yt*i, $SBK 7^D7 7-yi^ 

, %?'M<D$>b$>2>Wilft^'fr'ftLX^2>o int>"7^D7 7-y}^tt^I^ 

[0 0 16] 

U 7^n7 7-yli£t^^^o l*U^^n77-y*m 
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[0 0 17] 

(2) . -??vy T— S>l*30>*SflCflf 

A y^;V?n — v^. (Mycobacterium tuberculosis) Xtt'T'f n^i'f 'J 
*A jjOf* (Mycobacterium bovis) ) iMiW^^H^v^nv 

< ny^xV *A (Mycobacterium leprae) , ^5eMtnlMB^W>HB 

"CJb S , 7'f3^f 1 J , )A T tT ^ A (Mycobacter ium avium) ife-^ 9 9 < v 
T^OIESB"^*^^^ 5 y'7 -;x-^e~T (Chlamydia pneumoniae) , ? 
7 5 ->7 ^ n -7 -r -f X (Chlamydia trachomatis) > 3U±^7^vT 
*v (Chlamydia psittaci) ft h\ fcttfcft^tfMfcfc**^**^ «®** 

[0 0 18] 

[0 0 19] 

t £ o 1" & SfcflK] 

lot, 7ti%}%:x&mM*%c J 3--t & z tx% «^o^#^i^"e§"C ! ^>^ #i 

LfiNt 4utt*5o ?D77-yrt & #ilSC#fc*fr t T 
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[0 0 2 0] 

[0 0 2 1] 
[0 0 2 2] 

fl,77D77-yH»t:iitK^!iffi:t^ 
[0 0 2 3] 

7 _ ytfffijgfezfen-f & z. t iz x %> izx&m-f - t ^-c & & o 

[0 0 2 4] 
[0 0 2 5] 

Uit^L^o £*UcJ:»K 7^77-y»«ii:^^i: 

J: & Ki**t * ^ ^ ^ ^ o 

[0 0 2 6] 

*»P!©tt**tt. 'J77>fyyWPLGA (*'-; (ILB/^a 
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[0 0 2 7] 

. [0 0 2 8] 

ttz, #^^'J77>tfy>, PLGA, M'PVA^t^ 3E&*(ffii:#^ 

!~ 6 $?u>x*&zw%L=fmmx~$>z>zti)mt t^ Q cwa^ -770-7 

[0 0 2 9] 

[^(7)Hife^f^] 

[0 0 3 0] 

9 n 7 T _ j-fli t> 0 -c £ , U>^^7r-yUf»» 
t>hol'^^ffl^lfbtL-Cv^o ^fpfflte. ^^$^15 7n>fl^ 

[0 0 3 1] 

n^u^*iT-@. &T-<7)OT#tt 

[0 0 3 2] 
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[0 0 3 3] 
[0 0 3 4] 
[0 0 3 5] 

(Dmmx^m n &tr - 1 o-e § * § $ wit? o - 1 **-c # & «* mm 

ft ^ n 7 r - y'Cft? ttv 7D77- *l* o 

z t j)*vsm t ft * o - *U±*&K i^^^7- v?S1*Hfc LT*fl 
t>ti*m&t*> <K iW:^t7^n77-y ttrt^ffll&'C $ & - 

[0 0 3 6] 

jj&^v * u 7 r - v £ tt & fca6 K ti\ ttTWftl x. T & #St&* 

•tM(i77n77-^«« Wt- l±v ^ n 7 7 - ^Saaofltft) -c 
•f±T-(i2 0-4 5*C<OiaKI£HT?@#-C**o 
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[0 0 3 7] 
[0 0 3 8] 

*m^-# (j^t tplgaj hv^) xi** oi J?Lm (&t r 
plj tv^) tfmffit%z>o pli±?lga£V) i>m.7m*m<. ^t-Ci: 

0 0 0 J^TOf^t:ii 2 0-4 5*COfflfltlfiB8t?«Efrfc LT^i-a^lStta** 
So lot, 2 0-4 5 TC^Stiiti^i: Lt^t^ P L G AO^itt 

5,0 0 OJsLb&^S 
[0 0 3 9] 

Sfefc, P L G Afi^t i:^t Ltv^«!»Oie^^t>^ttHI±m 2 0 
0 0 ommnPLGAVWi&MimZQ^MWWllftZfc&o "tfcfc*>, ft 
ffi***#fc-5gfc«fc*L*o L/^U ^17 5, 0 0 0g«WPLGAS^ 
<b(i^s-^B#r^ ( 1 0 — 2 0 0) fcic^v^Mfc^^fettiSfrfco «W 

[0 0 4 0] 

ja±fl!)«jft*fe, ^12 0, 0 0 0, fti.y>J3-^i^^-Jfc7 5 
[0 0 4 1] 
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[0 0 4 2] 

Wfi K -t#-£ 1 1> & tz*b Uffl £ tL & i: £ & o 
[0 0 4 3] 

fc&i&14*5fftffiWUf&JBL-t\ v ^ n 7 7 - y ft 

7 ^ B77 -.^^i Sfcfc-f - & * K \± ; TIB CO ri**f 3& * * o 

(1),7^D77- V<0^fStt^^-r 

(3).t^D77- yi:^fflt^r&fl 

(i) . (Dtemmt. m^mtsimm/mm^ ^77- 
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mwnm- % & o -c* < . *w#«i»/*«»^ * n -7 T - v o^am 

(1). (2). (3). 

[0 0 4 4] 

*RO*Jtolfei&#fc* LT i±, (1) • o * 4 -/oittwue (2) . 3Lli (3) . <B * >f -7° 

<t»i6*f0ffl tr(2). (3). <d? 4 -f<vtemmz~??v 7 T-^rtfcaaft-*"*flM6 

W^*i5^»K* c lft<**o -t-^^*>> ^IJOf D 7 r - 

y'H$ it) ti&mffl £ ifclfc LT, &m<Q*&W \z J: a|^#Xtt/h##ttWI 

, ^.^r&^^*x#t^^i^<J: *) ^ ^ n 7 7 - y rtoMI^M^il < ^ * 
[0 0 4 5] 

A. v^n7 7-vOtti^^^Ml 
PLGA*WtU, 7^ n 7 7 -7Wf ti^HiHS WWSSS^ 

[0 0 4 6] 
[0 0 4 7] 
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i. PLGA$k%Li-mMmwkm 

(a) #«• 

(1) .plga dLB*/* r V=-»'fl*) I 75 I 25, # 
T-*20,ooo > ftjte«*«^:^tt : p l g A-7520 

(2) . P V A (# V tf — ;v 7^3- S^Jt500 

(b) . P L G AtRfFf-WJOH* 

(1) .PLGA 500mg ; £:ii&'fl^^l'>1.5 mH~?#fi|-t-&o 

(2) .PVA Of'J e-;V7;V3-;V) £0.3% (w/v) U** * 0 HtK^^1"^> 

o 

(3) . (2) <D P V A7fc*M8 ml £ (1) 0^«[^tnx.T 359*HI«^'t A tK^/MM (o 

(4) .(2)OPVA*&i£200 mlOcpK, (3)*Snx.* 520 EIte/^"e3B#K, ^ift 

(5) .»'MM* (3,ooo nnE/fl\ i5*B) c^t, mt^m\^rtm^^tr^ 

MIL. £kK3IS7KlO ml£trax.-C2Hk t^ot^fSo 

(6) . lMfy^- * l*|t?i*E%*o 

(7) . ft * tLfcflm^tt^^tt^F®^* * 0 2 n^-r o - «>ia* $> w e> «t ? k 
ptiLfcwe^ssiJttiica^^ l-io^ tuxem-ft 

ftZW-Do d«ttffit@#t**o H*fcffiv*fcPLGA(500«g)*:iaJR 
[0 0 4 8] 

2 . p l g Am*i^-»J * *A-r * - 1 k x h mm-* * * ? T - i?<o**mim 

(1) ||i|J^^n-7r--v^B)!a(NR8383#«)£lxl06 ffl/ml KJgifc (Ham F-12K, 15 
%^v^MJflLVt)"eP^L, 245tplateHtPx., PLGAffiS^iaO 
4, 0.4, 4vf^n^9A(^g)*UnL, (3 7t)t«tt4. 

(2) l«FWi§*m, J&««L*Hfe*L. 0.25% Pjyy>/r/|i«S*^4 
aA**(JSLTPBS) 0.1 iBl«r«SlniLSift-C5^WJk1t^ 3t*±?t«£> 
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(3) dtlK, 0.1 mlOJ§«l«'tnix.80« ^-3-JK7TJWy7tt) 0.1 mlfciS 
-tf£-;b-£-C40% /*-3-;M«£Pi£U CltL^l.5 mlO^>'7 p ;V^^-7'lCA 
tL7^70%^°-n-;i/ 0.1 BlCiiU &'fr#tt(8,000 ®|E/fl\ 10#IH!)-r*o 

(4) **MM!§&> *lB^ft-t-*j«fla*ISIJRL, MlftfcPBS-CftitM^ *t«i£l m 
1«DU tt^S2.05^n^O7>W*V-fe>f >>f V^*vT*-MFITC)-e^ 
;VL^^VX^V>77-^^^^(FITC-PSLP)=S:1 xl()7ffii®bnU ll$Wi&*-*- 

(5) a^*«(700 E13£/53\ 54MB) U * n y r - vKPBS 

(6) PBSfcRfc^fc?^ jfflJ!ani0%*;v*7U >/PBS*0.1 ml«U 5#M@5£& 
Pfcv»fc1&, 0.1 ml03!IS**i«l£IBIJ&*«»**, ml£ID^> 

(8) P L G A«8tf«fl C^-7^D77- v <DFnC-?SL?Mlk*<7)V£mim 1 
[0 0 4 91 

[ftl] 





F I TC-PSLPCD ML K> * ^ (X) 


0 


11.6 


0. 004 


8.8 


0. 04 


12.3 


0.4 


20. 2 



[0 0 5 0] 

1. ';#£«ffl«5fc 
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(a) urn- 

(1) ^7ABlttI^> hiT(Pantoea)JK^> • T*~n ^ v (Pantoea 

agglomerans) 

(b) V#&9S<OlM2k 

(1) 7>J-yh ;KDO^vtJt%( h U -7° V y 10 g/U 5 %/U NaCl 
10 g/U ^3-71 g/U pH 7.5)P^^7 • T^n^ 7 >^ (Pantoea a 
gglomerans) fcilliU 3 5 Wl*** ^«tU »70 gOll#**It4. 

(2) m^70g 4:500 BloasajJcKSSU 500 ml<7)90%^7 ^ / -/l/fc«Sn L 
T6 5-7 0^2 0«U «T*PU *»«rH«tfc. illlXL/cTjcJf £ 1 

*3«*f l r 7 x y - ;u * t . fflfx * 5^*2075 *7h-t7icii)2 

4_ ( 77 ;vvy7ttlc Q-t7rn-^-77-^f'7n-) fcjWt* 10m 
M H; X -HC1 (pH 7. 5) &£>10mMONaCl *^tp«««E-Cl*«»«£* * 9 A K&ifc 
U 200-400 mMNaCl/10 mMhUX-HCl (pH 7. 5) A 7 *®ttlHfl-*»m 

U ^70 g<7?vlB^«o^300 mgOffl^'; - fca*"C§*o 

(4) #^tt7cmiT-»J^^^«^^14^ {iP LGAW*Oft^J(I-l 

-(b)-(7))tisii:i>o-e^)ofco 

[0 0 5 1] 

(1) HfcHS^* n 7 T-S>*lfi (NR8383) £1x106 fl/mUC^f* (Ham F-12K, 15%* 
v^BlfiL?t)-epmt> 247tplate^inx.. d*UC, U i^$r^\(x%/^\\Ztah X 
}fc*ft!U (3 7 TC) 

(2) lBtF^Sm^ 1.5mlO-9->-/^a->rn*Bl!S*»U Jff*«E*a^*(2 
,000 EHE/fl\ 5fl-«)t?«6*U 0.25% H;7>v^/PBS 0.1 mlfcfciHlLM 
•C5*Wft««. «*WM*(2.000 EHE/«\ 5frW)LTJ**JtJf*l*£* PBSt? 

(3) £*UC, 0.1 mlOlff**JPiL60X /t-a->u 0.1 ml k««^*>*3(» 
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u-jvmmzmmL, (8,000 ehe/0\ io#ra)-r*<, 

*1 ml«U tt^ff2.05^n>OFnC-PSU»*l xlO 7 fl$ftlU WW*** 

& o 

(5) ^ft, ±ft£I&#. 0.25% hy/->>/PBS 0.1 mi*«iniLM-e5fl*w 

(6) ftl^Jf <^*n7r-v&CPBS£l mlijnx.jfi'fr#Hi(700 5#fffl) L 

(7) ±i**IS^»fc&^ jfflJfetwlOX *^'J >/PBS£0.1 ml«U 5^F*1@5e 

(8) ±jt*l*v*fc«, 0.1 ■10*tt**Jn;UBtt*MI**^ *O*»«0.02 m 

(10) V #£*tfc U7^n7T- v^FITC-PSLP^«O^Jnfi^ 2 fcj^i" & 
[0 0 5 2] 



'J Tf^mmtsa-m: (ng/ml) 


FITC-PSLPCD^ <9ii^2£<X> 


0 


30.8 


1.0 


51. 1 



[0 0 5 3] 

B. 77D7 r— S^rt«)*IR#^fKffl"*"**&** 
) ©77n77-^olWff 
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[0 0 5 4] 

1 . »J 7 r > tf v > £ 1*!^ UPLG AMH^^Pt* 

(a) *m 

(1) PLGA (^ 0i ; (fl^/^ 3->H0 -^y^-Jt I75I25, 5> 
^-*20,000, 5»#*fca8*fc*&tt : PLGA-7520 

(2) 'J77>t'y^ 

(3) PVA tf— ;i/7JV3-;v) M^E500 

(b) 97 7 > Vfy >-P L G Aftt^Ill^il 

(1) PLGA 500 mgh V 77 > tf >> > (0, 50, 100, 200 rag) «rifi<k^^ V>1 
.5 mlH#»-t*o 

(2) PVA tf-;VT;vrr-;v) £0.3% (w/v) J; 9 C7fclci§S1-& 

o 

(3) (2)WPVA*«F«8 ml=Sr(DO?#^^nx.-C3^^#i"^i:o/wMJ.-7;V 

(4) (2)OP VA7jcv#^200 ml<7)*W::, (3)£flnx-. 520 ®$K/^3B#f B ^ £i§. 

(5) fltofl*(3,000 HUE/*. 154WB)fcJ:oT, 3 
L, £"b«@7RlO ml«rtnx.T2ia. J: otWSo 

(6) H^fy^-^tMlo 

(7) #^£«^»J^^^ 
-l-(a)-(7))i:|W|C^<7)"e*o^o 

(8) 500 mgOPLGA*^y7T>tTv>*0, 50, 100, 200 mg^fr S 
T»J4 ngSr^fc^VV 1 mlKigflM^ 475 nmO%*ft*«*tft«--C«^ 

(9) ij77> v >-p l g A«aa : f«5(w*oiaiR , j 77> >mtm 3 

[0 0 5 5] 
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1^3] 

«3 >; 7 r i' v y-P L G Afttt? »JW©rtS 'J 7 t y >i 



'J 7 7 > •> > (ms) 


PLGAJI: (mg) 


rt^'J V y >\f 


0 


500 




50 


500 


82.67 


, 100 


500 


81.94 


200 


500 


88.51 



[0 0 5 6] 

2 . y 7 r > e v ^-P L G A«8£HR#JOfcfcfc: £ 'J77^y>| 

(1) iiL/;'J 7 r >t: v>-P L G A^^«W*PBStc»ta[^»«l«:?¥fl«$ 

o ^ * n > w << x upsi l tzmm-mm ce*-?»3o*) * mk^mm^ 

(2) 5x105 -fi/0.9 m m:it:HlT^*LfcNR8383*fflJ&£, 247t plated A*U -tL 

77> fef v >-PLG AfiST-MJO. 12 mg/0. 1 ml *m\i U 12^M** 

(3) *gM£ifc*i&*u 0.25% h;-7°v>/pbs 0.1 mi^^nt^ar-s 

(4) 0.1 ml^»«r*nx.80X ^°-n-;W).l ml fc$&€r<fr*>-£40% a*-=i 
-jHlhU itL*1.5 mlO^>-//l/f-JL-y^X*t/i70%^-3-^ 0.1ml 

jfrfc#«i(8,000 EIIE/fl\ 10#H)1-£o 

(5) #®tr;j?£^&«£lemU »&PBS-C$:$-#:> aBli&^K 

(6) 'J77> tf v > «Os:(i475 nmtf>l&7fcJ9^ <b &5e1~ & o 

(7) Mm £ LX&V 7 7>kf*»-PLG AIBK^SBMO. 12mg* |S|* 
77 ^tfv><ODMS0^*Hmt> dtL^rl m lO**!l£2nix.fc245tplateK 

iDx.. ^*UCM8383;ftt£«]1~&o 
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(8) fflmznmmmmfe. «(5xio5 i@)^niiixt, mm.w)yry\£^y^ 

(9) ^yry^^y^^u-yr-V^Xh^^m^n^^-fo V 7 r > 
tfyy«if4 0(//g/5 x 105 ^/5t/ml) K*3V>T, t*W>j77>t° 
v > ^trigife ^ JttfcLT, *l£»iJO 'J7r> v >-P L G AMT-^J^ 

1 9 f£ O y 7 T > tT v > Srflfc l) CI h ^ $ *LT 0 

[0 0 5 7] 

C. -7 ^ n 7 7 - y Of tf^iiSI l"7 ^ n 7 7 - y t 
(A + B) 

[0 0 5 8] 

1. U 7 7 > b'y >-P L G A^I^OiH 

(a) ttft 

(1) PLGA (*°'J (ILtt/^y 'fcy'v-Jt: 75: 25, # 

^1:20, ooo, ft^y«*»5S:^a : p l g A-7520 

(2) >J7t y 

(3) PVA \£=-)VT)Vzi-)V) fi^-S500 

(b) 'J 7 7 > 11 y >-P L G A«^J^i^ 

(1) PLGA 500 mgtV 7 r > V > 100 mg^r^b^ ^ V >1. 5 mlH^I - * 

o 

(2) PVA (*''J^;V7^3-;v) SrO.3% (w/v) J: 9 

o 

(3) (2) OP VA**ift8 ml*(l)Ov«^n£T3^r B m#i-^»i:o/ / wMi-7^ 
y a y-t>mJ&2*l2>o 

(4) (2)OP VA7KM200 miotic. (3)*jbn;U 520 |aHe/#*e3II#IBk MrU 

(5) tt<fc>3»K(3.000 EHg/fl\ 155MB) J= J: oT, KIl^iHt^ 
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(6) imir'y^-^^msM^o 

-l-(a)-(7)) £: 1*1 C i> o fc 0 

(8) PBS^f£^»J£S^1&£-^ ^^(400 0$e/55\ 5^F5)l-T^:# 
[0 0 5 9] 
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